Approximately 3 weeks after BMS implantation, stents are endothelialized and begin to be covered by thin neointimas composed of smooth muscle cell.
Introduction
Since the balloon coronary angioplasty was introduced in 1970s, percutaneous coronary intervention (PCI) has gained widespread acceptance as the primary mode of treatment for coronary artery disease. 1) Although balloon angioplasty gives mechanical dilatation of narrowed coronary arteries, it bares potential risks for acute lesion closure within a day after the procedure, which is associated with vessel recoiling. Metallic stents were invented to compensate the recoiling of stretched vessel. 2) Stents sufficiently reduced a risk of acute closure after PCI, however, there remained a problem named in-stent restenosis characterized by an excessive neointimal hyperplasia inside the stent, which became the major limitation of coronary stents. In early 2000s, the advent of drug eluting stents (DES) brought a hope to overcome the limitation of stents with its pharmacological suppression of neointimal hyperplasia, and succeeded to improve the restenosis rate after implantation. sia shows regression beyond 1 year after implantation. 8) Therefore, in the era of BMS, restenosis was believed to be a benign entity that slowly progresses and develops stable angina pectoris. However, some studies suggested that acute coronary syndrome (ACS) is a common presentation of stent failure even after BMS implantation, [9] [10] [11] 
Neoatherosclerosis Identified by Angioscopy
Although the term of "neoatherosclerosis" was proposed by pathological and optical coherence tomography (OCT) studies, coronary angioscopy had been applied to assess the neointimal coverage and its characteristics by color for more than two decades, in advance to the advent of OCT. 14, 15) Moreover, in vivo studies using angioscopy had reported the development of a "new" atheromatous plaque within a stent before OCT studies reported neotherosclerosis. angioscopy and OCT has been limited. In native coronary lesions, it was reported that the yellow grade plaque by angioscopy inversely correlated with the fibrous cap thickness mea-sured by OCT, and best cut-off point to discriminate yellow plaques was 110 μm with high sensitivity and specificity. 19) However, it is unknown whether the cut-off threshold can be adapted to the assessment of neointima. In fact, a comparison study of OCT and angioscopy exhibited that in-stent yellow segment detected by angioscopy showed various patterns on OCT images, besides lipid-laden neointima. 21) Figure 1 shows three different types of OCT findings corresponding to yellow neointima by angioscopy. Further investigation using multiple modalities is worth examining for better understanding of pathophysiology and potentially more precise evaluation of neointima with the combinations of imaging modalities.
Neoatherosclerosis Identified by Optical Coherence Tomography
Neoatherosclerosis has been investigated in vivo predominantly by OCT with unprecedented resolution and ability of tissue characterization. 22, 23) OCT is a novel intravascular imaging modality developed in early 2000s, 24) which provides higher resolution images in comparison with intravascular ultrasound, with the radial resolution of 10-15 μm. 25) One of the most valu- 
Observational Studies of Neoatherosclerosis
At almost the same time as the first pathological report focused on "neoatherosclerosis" , 12) an OCT study by Kang 
Clinical Implication of Neoatherosclerosis
Uncovered or malapposed struts have been recognized as hallmarks of late stent thrombosis in pathological and OCT studies. 40, 41) The advent of OCT, providing detailed in vivo information on neointimal tissues, shed light on neoatherosclerosis as another substrate of late and very late stent thrombosis (VLST).
Some OCT studies confirmed that neoatherosclerosis accounts for a certain proportion of VLST. [42] [43] [44] In the data of the PESTO 
Future Directions
As described in this article, neoatherosclerosis is acquiring an increasing interest as a residual limitation of drug-eluting stents.
Nevertheless, the clinical impact of neoatherosclerosis is still unknown because of the limited information on the natural history of neoatherosclrosis. As most of the previous studies with regard to neoatherosclerosis were retrospective observations, the true incidence, in other words, what percentage of stents develop neoatherosclerosis after follow-up periods has not been sufficiently investigated. Furthermore, we should also explore how often a neoatherosclerosis trigger a stent thrombosis or promote a restenosis, which may contribute to better risk stratification.
Although a retrospective study has shown a significant association between the presence of neoatherosclerosis and LDL-cholesterol level, 31) there is no prospective study proving the protec- In addition to intracoronary imaging, non-invasive modality to detect neoatherosclerosis is needed for a broad clinical implication. The presence of neoatherosclerosis can be defined only by histopathology or intracoronary imaging modalities at present, specifically OCT and angioscopy, which require considerably invasive procedures. If a neoatherosclerosis can be non-invasively identified in future, more precise risk stratification for very late stent thrombosis will be available, and moreover, neoatherosclerosis can be a target of secondary prevention. Ultimately, new technologies precluding the development of neoatherosclerosis would be desired, for which bioabsorbable scaffold and polymer may play a part.
Conclusions
Neoatherosclerosis is considered as one of the remaining issues of the latest coronary intervention, which potentially causes very late stent thrombosis. Although pathological, OCT, and angioscopic studies have revealed the feature of neoatherosclrosis,
there as yet is no sufficient evidence connecting the presence of neoatherosclerosis to clinical application. Further studies are required to accumulate the knowledge on clinical implication of neoatherosclerosis.
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